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SOI: 

1. LAlan Epstein, MD,PtLD„ Professor in tte Department of f*attt>logy at the University of 
Southern California, hereby declare that I am idtiiniirf the United States aai a rreidem of 
CaUfbrtria. 

BACKGROUND 

2. 1 received my M.D. degree from Stanford University Sehod of Medicine in 1978 and my 
Ph_D. in Cancer Biology from Stanford University in 1978. My areas of specialization include 
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buxtoiscy and immunology of nuclear proteins, the rjmdoctinn nim^i ,~» ng ^ 
BH»ock*al antibodies for the mrauoodiagnosis and therapy of cancer, and the biological 
characterization of human malignant lymphomas and leukomas. Iamtneaathorof7Uaued 
States Patents and Ptttntapplicatkjna^ 
therapy and cancer biology. 

? S^tMsAxan^ under 37 CJ^^ 

identified U.S. Patent Application, Serial No. 08/782^90 of Samuel Rose, MD (hcaeinancr 
the '590 Application). 

4. I^exan^aMamJinffliffwfa 

WAppKcatioojtheOniciaiAttto I99g; the Ajaendmeni filed Septtmber21, 

1«8; International Patent Application, Publication number WO 9 1/09 134, having a publication 
date of June 27, 1991; and the Offk^Actioo mailed November 25J998. 



The method for treating cancer of the invention disclosed by Dr. Rose w 

tnsattng cancer in its initial step is related to the fidd of cancer therapy k 

dependent prodrug therapy (ADEPT). In ADEPT, the fost step of the method calls forthe 

^ m i nistrati o n of a bispneific leagent having a aon-gutmmahan enzyme moiety. The method of 

ADEPT further comprises the step of admimsasring a loiuble prodrug which is convened imo a 

sduWe active drag by the ewynwrncietyrf 
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eodocytosingicccptmofnfgttodJs. The first srep of the method of the invention disctoed in 
tlw '590 ipplteHion also ails ^ the adminiM^^ 

marnrnil i a n enzyme moiety. Thenssthod of die invention disclosed by Dr. Rose in the 4 590 

application fimher calls for die »*m^^ 

mafcri * L ^Aertpeudcagem is axweml into an iasobb^ 

the bispeeffic reagent which is bound to the vaa-tateyiiosixvi&c^dw&cdls. 

The therapeutic effect produced by ADEPT occurs when the soluble active drug diffuses 
through the tumor tissue and kills neiB^r^g cancer cells. In ADEPT the active drug also 
diffuse iirto the systemic In 
^b*disti«ctioo to ADEPT, u 
» aiesiUtof tr«t<cuimu^tk>n andiwer^ 

of an insoluble pecijntate which produces a mierorggion of nidiirion which kills neighboring 
CSJxcercefls. Unlike AHIOT which prodnro serious 
«rm Ae systeniic cuCTdat^ 

ftf produce significant systemic toxicity becmse ok therapeutic agent becomes rasoIubJe andean 
itac dif&iae into the systemic cxxcuUdoa. 

As diKtostri m rjbe '5W af^ 
«amcer. <»veaiiy understanding of the <aw 

ladio-labekrl antibodies and fragments for therapy, Dr. Rose's soluble pitdpi tabic material (the 
therapeutic agm erf the o 

as disclosed in the invBfiliuii Km bbh tf>» wnan>M» 
pc^tiai and can be easily rnadc and wsted Itistwdllmwn mn™.«ini^ m is-art fM T 
ratiioactrveinateriahcanrjeusri bfc'S9Qimlk^l)t.io*tisctoae$teiHe& 
to achieve bystander or microregianal killing (specification, pages 3-4, 7, and 33-34) by using the 
tterapeanc agent Asdos^in *einv«riorL As disclosed ia the appi^ri™ »mi v^r^n hp one 
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skillfidintbeirt,theixxaaoWl^ 

by the therapeutic agent disclosed in the invention. 

Ia the *SW ipphation cleariy 
in^bte material fara^ 

brobibne isotope-carrying molecules and to generate therapeutic radiation fields which km 
ojneer cells m the imn^ater^ Dr. Rose's application dudoees how the sohibk 

isotope-carrying molecule is itself mrmo bU iaed »hea a is convened into an insolutfo precipitate 
by the am-mammaHan enxyme moiety of the faiapedfic reagent 



la view of me tang-standing and established MclJ&wn.te'mimB^FOviarimte 

^ecificarm drawings, a»dc^ 

thepresem invention. The therapeutic protrxofc^ 

the « the itquOTd doses of Ae trwapeiirk 

reagent, is borne out in the long-standing and well-established field of ADEPT and the dosage 
paranwen set forth therein, enable tb* present faveuta to be rcadfy 
expennantation. The international patent abdication. PbUication number WO91J09134, cited in 
the latest action by the Examiner, recites dosage volumes known id those skilled in the art as tar 
back as the 1991 publicanoa date for ■dminisaadon of twpcciffc aribodiea. uf pnxJrug-activadng 
ttttyme. and of prodrugs to adult human patients. 

In die '590 appacauon on pages 9-U, Dr. Rose discloses the reasons for the failure of 
ADEPT therapies which the Examiner quotes in the Action on page 4, Tne Examiner speculates 
that the "dosage and methods of adanmstration used in die prior an would not be expected to 
enable the instant claims." This speculation is jjasuppxHted by tte 
ADEPT and the iwottioiidiKtosedu As discussed above, the 
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dJsc ^*fce'590appuc^^ 
fintooaaayibeoppooicrf 

will be markedly different. hsuinmiry.nuctetocireslrflledmte 
tfsdo8edinthe'590ipp^^ 

well-esabuAhed by the long-standing field of ADEPT. Further it is clear© one skilled » the art 
tbtt altbcni^ ADEPTfaas sigidfkwt 1^ 
pawnetm fiw dosage «ri nwhgd establ^ 
thepreaenxtoventioiL 



Tl* Examiner iiises the questicraai^ 
to oestacles that face antib^ 

defickmnjutsxts). As the spedficaaon reveals, ADEPT ant the prescm invention have all been 
designed to overcome the uneven distribution of antibodies in the tarns and tbe presence of 
antigen deficient mutants by producing a nncnM egkmii l mrir («y ^ftnwiwi gfrryf and in 
Verification). fr.RDsealsoejescribescfearh/mfe 
10)th«(he£nlttreof ADSFTisriocac 

tumor. In fact, it is quite the opposite. Numerous published papers and my own research in 
AftEPT-baserf therapies reveals that sufficient pro-drag is convened in the tumor (Lc. there is 
enough bispcrific reagent in the tumor to convert tbe prodrug) for therapy. Rather, ADUPT fails 
became the product of the ADEPT therapy is soluble and diffuses out of the tumor ooss into the 
systemic circulation and produces dchititatiiigsystm 

Dr. Rose's invention and ADEPT both use the non-mammalian enzymes of previously 
bouiri bispecifkreagcite to convert 
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material in the present invention and a soluble riTC-drug in ADEPT- for therapy. Essentially, they 
use the same types bispecific reagents and for ADEPT and the invemicn disclosed in the 
'590 application the bispecific reagent faces the same problems of impermeability of tnmon to 
antibodies, lack of uniform distribution of antibodies, and the presence of antigen deficient 
mutants. It is well-known to one skilled in the art that Che bkidistribotxao of the bispeciilc reagent 
is fiflt a limiting i actor for ADEPT, and sin^yitifiknovm to one skilled in dwOTAat the 
biodistribnnon of the bispecifle reagent will not preclude the effectiveness of the invention 
disclosed in toe "390 appIicaticjL Since the bispecific reagent is rton-toxic,ttislcoowDtoone 
stalled m the mtriat trie dosage of the bi^^ 
a long period of time to overcome the obstacles rneotiorjed above. 

The vast body of published research in ADEPT indoda extensive donarmtahon 
regarding effective and appropriate doses for the bispecific reagent and die protocols necessary for 
adjusting the dose* unted^ Accordingly effective and 

appropriate dosages and methods of adnumstxaoon aze well-know to one skilled in the an and 
enable Dr. Rose's invention disclosed in the '590 application to be practiced. 

Further, it must be noted that required dose levels vary from tumor to tumor and from 
patiem to patient. In both ADEPT and the pretest invention it is known to ooe skilled in the art 
that the dose of the bispecific reagent which is required for therapy varies from pattern » patient 
and depends on many factors such as the tize of the mmor, the si» of the parietn, the location of 
the tuax* t bow taany ceils tott 

any one dose of die administered bispecific reagent which would be suitable in aD cases. 
However, the guidelines for doses have been wdlHStablished by research and publications for 
ADEPT and enable one skilled in ttearttopracttetbeuivBntto 
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Tl»e published data in il» fldd of tumor 

Harvard and my own published data showing the retention of insoluble DNA in tumor tissue) 

denxwstritrs that soluble tnacroino^ 

fluid of tumor tj issue compared to wraal tissue for a km^ 

in the extracellular fluid of tumor tissue (coopered mncfmal tissue) 

ineffecove phagocytic activity of macro^^ 

functioning of lympharic drainage in tumor tissues. My own data confirms thai insoluble DNA 
relocated id die cxtreceUular fluid is retained for much longer in tumor tissue compared to oonnai 
tissue (except the brain). One skilkxl in them would readily iccog^ 
precipiiaaf<mnedm ft. Rose's invents The absence of 

lvtnphatics in cancer tissue prevents the rapid transport cf macromolectzies awimsoluhte particles 
mto tiM lynfMcs aid the re 
macrophages lining the sinusoids of the lymph glands. 

Fee Examinees conadcrak^ 
there is an impaired crabsew I vonrf^ iaipairedrnacropaages (i^^ 

»absem phagocytic actjvn^ Accc*ltoglyk is known »oriesk^ 

in accordance with die inventions cbsdmed in the '590 application that tte immluhl*- wjU 
remain in the extraceH ulsr fluid of tumor tissue for a longer time than in the extracellular flu id of 
normal tissues. 



It is well known to one skilled in the art mat the attachment of large ancVcr anioruc toolecules to a 
product will make the resultant product cell iiap e ra a ca nt Tnis technic c£ attaching cenain 
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is desirable to jsrverncenm 
mahods of awclnra and fuw^ 



li is common knowledge in the field of piamuceufcal med^ 

POental^phnrn^logicalactkmofdr^ That is, only when 

drugs age soluble am they reach, enter, and c^bhl fa «ri htfap euricdl^<»qiisgcdk A drug 
does not have a therapeutic affect on cells. Inttefic^ofcarh^tiierapy tcu^ 
and cytotoxic agents ore Krfublc Then; is no such tiring a« mi m y^ uNf ftm^ 

Ttetaventionolsclosedinthe-WOappu^ 
8«ot which is a aouibte iwaapa^ 

envmevoieiyafaprev^ Iheproouctof theentymaticconversi(» 

is insoluble. In contrast to the invention » Dr. RoseV590 application the inverts 
the International Patent Application, Publication No. WO 91/1091 34, comprises the conversion of 
"an inactive aiiticniicer prodrug into an active type" (page 2, line 10-11). In tetoienumonal 
Pnasnt, PubficsrJoa no. WO 91/109134 and in every exaiupkofAlSFr, the product of the 
enzymatic conversion remains soluble. 

For example, the Iittemational Patent AppUegSk**, PuHicasics! No. WO 91,109134 (page 9, 
line 14.20) xecues that "any anticancer agemcanbe uaedasthcoripnaldrogfbrtbc 
aboveeaeodoned prodrug, but picfacucc is given to those in claricel application such as 
adnamycin, d ap h tdn, melpnaian, mettoirexate, naramycin C, vincristine, puxonrycin and 
phenylei»j^nnne mustard," all of which, when converted by enzyme acorn as described in the 
mediod of the International Patent App^ 
tumor Quae and exhibit their pharmacological action on ttenrighb^ 
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For ace sidfled is the ait, the specification cf the invention disclosed in the '590 application 
and Ac extensively studied prior an of ADEPT, ckariy demonstrates bow the therapeutic agent 
disclosed in the "590 appto^ 

P^gsdescribtd in the IntenatiCTia] Patent, Pub^ As disclosed in 

Dr. Rose's '590 application the therapeutic agent is oft a function of its solubility because the 
pieupiuie formed thereof is inrohzbie. Rather, the therapeotK potential results from the precipitate 
being a radioactive molecule, to *eseiaw»w the therapeutics^ i s 
aisrimafiomthepn«artdi»clc^iathe 
from the pnts an of ADEPT. 

o\ I hereby telarcutaaU statemeirts made b 

statements made on afytwaoxm and belief are beEeYed to be true; and further that these flaigiicn ts 

wete made with the knowledge that willful false statensntsaodtte like so 

fiac, insjrisonmem, or both, under Section 1001 of Title 18 of the Untied States Code, 
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